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<4> v £ ^. > ^4,879,303^ ^ tfltb 1 ?}^- ^^fl ^1 1989-3375 J:^- #5.^ «fl 

eflolB^ ^1 (1) (2) °>3^, (3) ^ (4) 3*11 

^i^L^l 7>^3}. ^ #slW^<y 7l§# f^Mi 7fl a] ^cf. 
<5> zls^M-, ^7fl JL 91^ Hfl-^eflolBfe pH 1-7.4^^^1 -§-«fl£7> «] 

ill^ ^71 nfl^l, «H-§-§T# ^OI^L ^A> ^O.^ -f^*l 

-R-*im #^SAi o_S A>-g-S>7lofl -i-El*}- ojo.^, ^Ajo] nfl-f ^o. 

°}7) nfl^^l ^^>, 7>>-g- ^ofl -^^^ t>^^e)7l- 90%^ aJ-jt]. ot 

10%^ S^>^ ^ ^-S A>-g-s]^ ^^o] oicf (^s.^ ^ 

*llW01999/52873JO. Stir, ^1^* ^H^M ^*}<*j ^S.^ ^Efl<£) M^-g- 

#5.^ ufl^eflolB ^S^^Ai ^ 71^)1 oj-2.qo>o^ ^HJ-i- 

&4 (^-^s.^ ^ 7 fl *flW01999/52873JO . 
<?> tiV^ofl o^ iC j^o| EflH^-^o|-E.S.-5-^-^i-2-^^^^-^^>^a] ^1^4^^^ a\ 

3lB2^H = S.-5-^r±-2-^- ^?>s^.^a>^. tfflAflo) ^(^5. 98% oj^-o) ^fl^-o. 
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s-^ol a}£. A1-O.S. o.3.J£ Aj-g-o] o.^cf^ it^^><^ -g- wv^-g- 

^-i: -fj-JSL^J^ f-R-^ <^M1^M ^ii^Kr S.^t\., 
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°J (amlodipine tetrahydro-5-oxo-furancarboxyl ic acid salt)°1] 33°!^-. 
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^o.^, 21^-Al^o.SAi ^71 ^o] ^*\}^sL %^is}±r y o V 

^ v}#^?>}r±. ol&|*l- 5t]BV 7 l^ S A-l ^lEl-3^^1- S^eH, §1 c^-A] SS-^ullTg^ 

D] o] B. ^ Al vil ol h , #^til^<y-^ J7«-^^^- A>-g-^- ^ oicf. on- JT.^} 
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^€ ZL^ll- cnjj^j-o} oflB]-^^ ^^-^a> AA 100m 1 3. ^ ^l^^l2:^>5i 



<48> 



^aHU : Qj-jg,^ (s)-^H^>ol^-5-^-^-2-^^:7>s^A> <go] 



<49> 



^^(lOg, 0.025^)^- oflli o>AflEflolE 200ml^l JE^H -g-^^V^cf. -§-^ 
3°CS. S^tb ^P, tfl^i?!^- ^10159540^1 "J"^S (S)-ellHB}-*l- 

ol^S-5-^-^-2-fF^^4^^ (3.69g, 0.028#)^- 7^H -§-^°l ^"^VS 

cf. -g-<^ 3°C°lH 20*1 # jatV^H ^^g- ^^Al^c)-. jl^III- ^4 

*>J7, ofl^ oHlBflo]E 50mlS ^l^^^cf. 40°C°H*| £S*H 12. 4g 

92.0%)^: ^-^cK 



<50> 



^^^1 (S)-(+)-^1H21-^1-o|cs-5-^.^-2-^^1-s^-^a>^oi w-^ 
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3E1. 
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<52> 



^^(CasHaiNzQgCl) 






C : 55.0 H : 5.9 N : 5.1 




C : 55.7 H : 5.8 N : 5.2 



<53> 



-§-^ : 133°C 



<54> . <&*M2 : ag^Elia (R)-^l ^^> 0 1 ^-^-5-^-2-^ ^>s^A].^oj afi^gHa 



<55> 



( R ) - 31 B 2f*H =5.-5-^-^-2-^ 4^ Af-g-^r><*] ^His). -§^}7fl ^] 



*}<^ <&3.rlJ& (R)-^B.^°)B.^-5^±-2-&&7}=^*V<$ 12. Qg (^#: 89.0%)^: 



<56> 



<57> 



5.2. 



<58> 



^^-&^(C2 5 H 31 N 2 09C1) 


^(%) 




C :55.2 H : 5.9 N: 5.1 




C :55.7 H : 5.8 N: 5.2 



<59> 



-g-^ : 133 °C 



<60> 



<$.*M3 : #3.^^ BflH^>ol^-5-^-2-^^-7>g.^^>(^l^ 31)^ 



<61> 



BflH^o] ^^-5-^-2-^?}- s^.^aV( ^i^i J^#)-i- A}-g-^}<*| 



«S*MI <£3-*]& n^^}o}^~5-^±-2-^-^}^^^ 12.2g(^# 

90.5%)* ^^uf. 



<62> 



.513 . 



<63> 



^-M-*KC 25 H 31 N 2 0 9 C1) 






C :55.3 H : 5.9 N: 5.1 


o ^* 


C :55.7 H : 5.8 N: 5.2 
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<64> 



: 133°C 



<65> 



<66> 



<67> 



SL4. 



<68> 







^-^^ TOF^ 


^-^q^o^A- 5.0 mg 




65 mg 




120 mg 




4 mg 




2 mg 



<69> 



#71 ^ A <H 



<70> 



Mfj5 : Si^EMj] Bll SBl-g>ol ^.3.-5-^^-2-^9]-^^ *Y<3 -Br ^-fl-isfe 3 



<71> 



O 



<72> 



S3. 



<73> 







T0F<S 




IT O 


180mg 




6mg " 


y^fEl^ K90 


6mg 




4mg 




2mg 
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<74> -n-^", aSiiaj^, l-B^l^f-Bl^- K90 o- A]~g-*H , -ft-f-f 1 2:^11 (SPIR A 



FL0W*fl a}-§-H <qsH E^j-g- ^^-f^ ^]S*V ^, M-^^l ^ 



t3 O 



(ERWEKA*H)«- ^}-§-SH E}-^ S^rf. 
<75> ^,AH16 : ^cl^^l Bimgl-g>^^g.-5-^-2-^^>g^^l-<a# 3L^-g>^ ^fl- 



<76> 



<77> 



56. 



<78> 



^8* 




<^^^ T0F<g 






65mg 




120mg 




4mg 




2mg 



<79> 



Zj- ^ -gr-l-l- 



^ ^€ S^l-i: ^7l(Bosche^> , ^ 



A. 



<81> 



4-§- 5.7 M-E}^ ^^"i- EflH^H =^--5-^-2-^7}- 



MI A J^ 5Wtt ^S^>^cf. 
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57. 
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<83> 



O vIT 






^Sq?<>S>«i 5.0mg Sfl%-^ 




180mg 




6mg 


#^u|^3)i-^s. K90 


6mg 




4mg 




2mg 



<84> 



^ S^^(SPIR A 



(BoscheA> ^1^)1- A]-g-^>^ ) yg^ ^-^oii f^s}Sfcf. 



<85> 



^Hl8: fl-g.^, E|^gj-gVom^-5-^-^-2-^f^1-s^.^AV^o] ^ £ 



<86> 



t!: -§-«fl£(mg/ml)olcf. 



<87> 



S.8 . 



<88> 









TO 7 <g (mg/ral) 




OH 1 


420 


2.60 




pH 2 


400 <^ 


3.25 


0.2 

37°C*1H **B 


pH 4 


400 °1<# 


3.15 


pH6 


400 oftj- 


3.19 


pH 7 


400 


1.59 


pH 8 


400 o\% 


1.39 
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<89> 



i^H ^^-5-^-2-^7}^^^ -§-*fl-£7}- «fl^eflolH^ -g-Sfl;£<4 



<90> ^*Hl9: #Bt^ EflB ^1-^1 ^^-5-^-2-^ ^-7>g.^^><a^ a]^ 



<91> 



3 



<92> 



<93> 



a9. 



<94> 





^1 


1 


2^ 


4^ 


TCF<§ 


99.7% 


99.7% 


99.5% 


99.1% 




99.6% 


99.6% 


99.4% 


99.2% 



(* HPLC^%) 



<95> 



HPLC ^ 2i#~& : 



<96> 



^#7]: 237nm) 



<97> 



^-E}c|l^ ^5]7>^ C18 (4.6mm x 150mm, 5#m) 



<98> 



ol^^sfciA}^^- s.^wllol^(o.03M) : ^1]^ = 4:6 
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<99> °-4=-: 1.5 ml/min 

<102> .g-ofl ^-Eflo^ 0>^.g. <^o].^7l ^Alofl 3 o]lA-] Oj S cl^ ^H^H 



^-^1 ^, 25°C^1>| *>#*M 4^ -g^J J±^*H ^% v *>^4. f"^ 

Aj-71 JL*fl A^o^o] o>^ Al ^oll 2 ^0 S HPLC1 - 

<103> ^-g-^oflA^ oj-^Aj Al^ ^52}-, <^^C1^ BllH^>ol = S - 5 -^-2-^^7>S. 

^Aj-cg oj-^ci^ uilAjeflolH S.^- &*fl^Vl-ol &$oo}, tg-^o] ^ 



<104> ^aHUq: Qj-g.rq^ Tsfl S &)-gT-°l 11^-5-^-2-^7}- 5.4^ A ><g B\ %<£^ *m 

^>7l £10°fl ^ifl ^ . 
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<106> 



3.10. 



<107> 



v. 




25t, 4^ iUt 




WCHPLC) 


^^(HPLC) 


T0F<3 


99.5% 


98.0% 




99.2% 


82.5% 


o] e 


99.2% 


72.0% 


P ii P 


99.0% 


60.5% 



<108> 



aflAfloiiA^ %xno.s. ^*>^^-. fetq^ EflB&}-s>ol ^^.-5-^.^-2-^ ^^>e.4^A>^^ <y 
(HPLC)^5H- ^^53^, HPLC ^2:?!^ ^# ^H*}^. 



<109> 
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2] 
3] 
4] 

*113%M1 91°!*), ^7} EflH^>ol^S-5-^-4:-2-^^7l-s4^^ (S)-3lB^]-°l 

[^T 1 * 5] 
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I^n 1 * 6] 

[^T 1 ^- 7] 
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